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This protocol and all of the information relating to it are the
proprietary property of Gynesonics, Inc. All information is to be kept
confidential.

Clinical monitors for the sponsor

Person(s) designated by the sponsor to verify the progress of a
clinical study, i.e. verify that it is conducted, recorded and
communicated according to the clinical study plan, the written
procedures, and the applicable requirement(s), are identified
for each site as applicable on the Study Site Listing, available
upon request.
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5) The size of the smallest and largest fibroids ablated

9.3 Follow-up

A. Follow-up visit will occur in accordance with Table 3 below. The day of the
treatment with the Sonata System represents Day 0. Study visits that do not
occur within the below time window will be considered protocol deviations.

Table 3 Follow-up Visit Windows

Visit Allowed Visit Date Range

6-Week Follow-up * 2 week

B. The measurements and evaluations that will occur at this follow-up visit are
provided below (6-Week Follow-up Visit + 2 weeks).

iy

2)

3)

4)

5)

6)

7)

8)

Pregnancy/Pregnancy Outcomes

Subjects will be asked if they have become pregnant since the treatment
visit. If so, hysteroscopy will not be performed. Pregnancy outcome will
be recorded.

Subject Satisfaction

Subjects will be asked to provide their opinion regarding their satisfaction
with the treatment.

Return to Normal Daily Activity

Subjects will be asked to submit their completed Treatment Recovery
Questionnaire (Appendix A).

EQ-5D Questionnaire

Subjects will be asked to complete the EQ-5D questionnaire (Appendix B).
Overall Treatment Effect (OTE)

Subjects will be asked to complete the OTE questionnaire (Appendix C).

Additional intrauterine procedures

If any additional intrauterine procedures have been performed since
treatment with the Sonata System, the procedure performed and the date
of the procedure will be recorded. Diagnostic hysteroscopy will not be
performed in these subjects.

Diagnostic hysteroscopy

Subjects will undergo a post-treatment second look hysteroscopy to assess
for the presence or absence of intrauterine synechiae which, if present,
will then be scored using the ESH scoring system. Diagnostic hysteroscopy
will be captured on digital video and submitted per study’s data collection
capture process..

Surgical Reintervention

Subjects will be asked if they have undergone any surgical procedure to
treat their heavy menstrual bleeding since treatment with the Sonata
System. If so, the procedure performed and the date of reintervention are

Date: 01 May 2017
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recorded. Diagnostic hysteroscopy will not be performed in these
subjects.

9)  Adverse Events
Subjects will be asked if they have experienced any untoward medical
occurrences since treatment with the Sonata System, including increase in
frequency or severity of symptoms relative to baseline. Events will be
recorded on the Adverse Event case report form if they are deemed
related to a device or procedure in accordance with the procedures
outlined later in this protocol.

10 RISK/BENEFIT ANALYSIS

The following are the potential risks and benefits of study participation, and the steps
taken to minimize anticipated risks.

10.1 Potential Risks

A patient is eligible for participation in this study only if the patient and physician
have already selected the Sonata System for treatment of fibroids. The Sonata
System is a CE-marked device which is used within its intended purpose.

Risks associated with the Sonata procedure: As with any standard medical care
procedure, the clinician should discuss with patients the potential risks related

to the Sonata procedure as outlined in the Sonata System Operator’s Manual.

Risks associated with the study specific second-look hysteroscopy at the 6-Week
Follow-up Visit: potential procedural risks are the same as those associated with

any diagnostic hysteroscopy procedure, including spotting and rare (<1%) uterine
perforation, as well as any applicable risks associated with the anesthesia chosen for
the procedure.1® Risks associated with the second-look hysteroscopy are the same
as those for the baseline hysteroscopy, and there are no incremental risks
associated with subsequent hysteroscopies.

10 Jansen FW, Vredevoogd CB, van Ulzen K, et al. Complications of hysteroscopy: a prospective, multicenter study.
Obstetrics and gynecology. Aug 2000;96(2):266-70
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10.2 Potential Benefits

The potential benefit to the subject due to her participation in this study is the early
detection and treatment of any intrauterine adhesions possibly incited by
radiofrequency ablation. Intrauterine adhesions can have a negative impact on
fertility, while adhesiolysis can enhance fertility.1* Regardless of pregnancy desire,
detection of intrauterine adhesions by second-look hysteroscopy can lead to
treatment of adhesion-related dysmenorrhea and hematometra, and also preserve
the ability to adequately sample the endometrial cavity in the future.12.13
Participation in the study will also contribute to knowledge regarding the impact of
transcervical RF ablation of uterine fibroids on the potential development of uterine
synechiae.

10.3 Risk/Benefit Analysis

The anticipated risk/benefit ratio of this study is favorable due to the low risks
inherent with standard diagnostic hysteroscopy relative to the benefit of increased
knowledge regarding the impact of transcervical RF ablation of uterine fibroids on
the potential development of uterine synechiae. The rare risk of uterine perforation
during second-look hysteroscopy at the 6-Week Follow-up Visit is outweighed by
the potential benefits of early detection of intrauterine adhesions, such as the
possibility of early treatment of adhesion-related issues and preservation of access
to the endometrial cavity in the future.

11 ADVERSE EVENTS

Safety data collection and reporting will start once the subject is enrolled, all
inclusion/exclusion criteria have been met, and the subject has been treated with the
Sonata device.

11.1 Definitionsi4

A. Adverse Event (AE)

Any untoward medical occurrence, unintended disease or injury or any
untoward clinical signs (including a clinically significant abnormal laboratory
finding) in subjects, users or other persons whether or not related to the Sonata
System.

1)  This includes events related to the procedures involved.
2)  For users or other persons this is restricted to events related to the Sonata System or
it'’s procedure

11 Deans R, Abbott ]. Review of intrauterine adhesions. ] Minim Invasive Gynecol. Sep-Oct 2010;17(5):555-69.

12 Panayotidis C, Weyers S, Bosteels ], et al. Intrauterine adhesions (IUA): has there been progress in understanding and
treatment over the last 20 years? Gynecological Surgery. 2009/09/01 2008;6(3):197-211.

13 Ahonkallio §], Liakka AK, Martikainen HK, et al. Feasibility of endometrial assessment after thermal ablation. Eur J
Obstet Gynecol Reprod Biol. Nov 2009;147(1):69-71.

14 Reference ANSI/AAMI/ISO 14155:2011
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3) Increase in frequency or severity of symptoms relative to baseline are considered an
adverse event if they are not related to a measured endpoint

NOTE:

° An elective surgical reintervention for HMB is not considered an adverse
event.

° Presence of adhesions discovered during follow-up are not considered as an
adverse event

° Inpatient admission does not constitute hospitalization for the purposes of
this protocol as long as there are no reported adverse events associated with
the stay

B. Serious Adverse Event (SAE)
1) AEthatledto

(a) Death

(b) A serious deterioration in the health of the subject that either resulted
in:

¢ Alife-threatening illness or injury, or
* A permanent impairment of a body structure or a body function, or

* Anin-patient hospitalization, or prolongation of existing
hospitalization, of more than 24 hours, or

* Amedical or surgical intervention to prevent life threatening illness
or injury or permanent impairment to a body structure or a body
function.

(c) Fetal distress, fetal death or congenital abnormality or birth defect
NOTE:
e Aplanned hospitalization for a pre-existing condition, or a procedure

required by the clinical investigational plan, without a serious
deterioration in health, is not considered to be a serious adverse event.

» Ifrecovery time from treatment with the Sonata System is no longer than
expected and site scheduling prevents same-day discharge, overnight stay
is not considered prolonged hospitalization for purposes of classification
as a serious adverse event.

C. Adverse Device Effect (ADE)
Adverse Event related to the use of a medical device. This includes:

1)  Any adverse event resulting from insufficiencies or inadequacies in the
instructions for use, the deployment, the installation, the operation, or any
malfunction of the Sonata System.

2} This definition includes any event that is a result of a use error or intentional
misuse.
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D.

Device Deficienc

As this is a clinical trial utilizing a CE-marked device, device deficiencies
(“incidents”) are collected and reported by Gynesonics, Inc. according to
Gynesonics’ Complaint Handling system and per MEDDEV 2.12.1.

If the device deficiency involves an adverse event category as described in this
protocol, the investigator shall notify the Sponsor by completing the adverse
event or death case report form as applicable and must provide the Sponsor
with all necessary documentation needed. If the device deficiency does not
involve a reportable adverse event per this protocol, the investigator should
notify the Gynesonics, Inc. Complaint Coordinator by emailing the information
about the device deficiency to: regulatory@gynesonics.com

Serious Adverse Device Effect (SADE)
Adverse device effect that has resulted in any of the consequences characteristic
of a serious adverse event.

Unanticipated Serious Adverse Device Effect (USADE)

Serious adverse device effect which by its nature, incidence, severity or outcome
has not been identified in the current version of the risk analysis report.

As this clinical trial is conducted according to the Sonata System’s approved CE
mark labeling, within its approved indications, and in accordance with its
instructions for use, the Investigator and sponsor will follow the Medical Device
Vigilance Guidelines (per MEDDEV 2.12.1) and report adverse events according
to that guideline.

Anticipated
An effect which by its nature, incidence, severity or outcome has been

previously identified in the risk analysis.

Date: 01 May 2017
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H. Relatedness
The determination of the level of relatedness of the adverse event to the Sonata
device or Sonata procedure will be made according to the definitions below.
Adverse events considered to be “Related”, “Possibly Related”, or “Not Related ”
to the Sonata System will be classified as an ADE or an SADE for purposes of
statistical analysis.
1)  Related
The adverse event was directly and clearly related to the Sonata System or
procedure.
2)  Possibly Related
The adverse event may have been related to Sonata System or procedure,
but an alternative cause is equally likely.

3)  NotRelated
The adverse event was not related to the Sonata System or procedure.

Complications of procedures in the study are considered not related if the said
procedures would have been applied to the subject also in the absence of the study
device use/application.

I. Reportable Events to the Sponsor
AE data will be collected throughout the clinical study and will be reported to the

Sponsor on a dedicated case report form. Reportable events to sponsor are

considered:

a) All procedure and/or device related AEs (whether or not the event is
considered serious).

b) Death events

In the event of subject death, Investigator will make reasonable effort to obtain a
copy of the autopsy report and/or death summary. Investigator will determine the
cause of death and its relationship to the device and or procedure. Investigator will
record results on the Adverse Event Form and include copies of an autopsy report, if
available, and/or a death summary with this form.

NOTE:

All events, unrelated to the device and/or procedure, except Death as noted
above should not be reported to sponsor. Events considered to be
SAE/SADE/USADE should be reported to Gynesonics at
OPEN.safety@gynesonics.com as soon as possible after discovery of the

event.
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11.2 Principal Investigator responsibility - Safety reporting
The Investigator is responsible for reporting all SAEs and SADEs to the EC, according to
ISO 14155, national regulations and EC requirements. The Investigator will forward a
copy of this report to the Sponsor and file in site regulatory binder.

The Investigator will monitor all AEs until they are resolved, determined to be a chronic
condition at the last follow-up visit or the subject is lost to follow-up. The Investigator will
report all reportable serious AEs per this protocol (i.e.,, SAE/SADE /USADE) to the
sponsor at OPEN.safety@gynesonics.com immediately after the study site personnel
becomes aware of the event. Investigator will make all efforts to provide source
documentation related to the event (e.g. hospitalization report, medical report, etc.).

11.3 Sponsor responsibility - Safety evaluation and reporting
Gynesonics will ensure that reportable events are reported to the relevant authorities as
per ISO 14155, as well as other applicable local laws and regulations. The description of
the adverse event, date of the adverse event, treatment and resolution of the reportable
adverse events will be reported, as applicable, to the relevant authorities per regulations.
Additional information may be requested by Gynesonics in order to support the reporting
of AEs to regulatory authorities.
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12 DOCUMENTATION

Accurate, complete, and timely documentation is essential to the successful conduct of this
study. The Investigator will maintain medical and study records for every subject
participating in the study. The Investigator will also maintain original source documentation
from which study-related data are derived. Investigators are responsible for creating and
maintaining the following documentation

12.1 Required Records

1)
2)
3)

4)
5)
6)
7)
8)
9)
10)
11)
12)
13)
14)
15)
16)
17)

Case histories

Clinic progress notes recording the subject’s medical history and medications
Hospital medical charts with operative reports and condition of subject upon
discharge

Informed consents

Subject questionnaires

Source document worksheets

Case report forms

Adverse event reports to sponsor

Adverse reports to EC

Image files, including TVUS, IUUS, MRI (if performed)

Monitoring logs

EC approval for protocol

EC approval for informed consent

EC approval for subject materials

Annual report to sponsor and EC

Final report to sponsor and EC

Records of deviations, violations, and amendments

12.2 Required Documents
In addition, the following documents shall be maintained

1)  Protocol (including all revisions)
2)  Investigators Brochure
3) Investigator Agreement
4)  All correspondence related to the study
Date: 01 May 2017 Page 25 of 40
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12.3 Record Retention

A.

1)

2)

Investigators shall maintain all study related documentation for a period that is the
longer of
Three years’ following completion of the study
OR

Study document retention regulations established by regulatory agencies
governing the study site.

It is the responsibility of the Investigator to notify the sponsor prior to disposal of
any records and to allow the sponsor to make other arrangements for on-going
storage of study records.

13 STUDY MANAGEMENT

Study management will occur in accordance with Gynesonics standard operating procedures,
ISO 14155: other relevant standards, regulations, and guidance documents. Several key
components of study management are discussed separately below.

13.1 Study Registration

The study will be registered with www.clinicaltrials.gov in accordance with section 801
of the U.S. Food and Drug Administration Amendments Act and the World Medical
Association Declaration of Helsinki (2013, #35).

13.2 Study Amendments

A.

B.

Substantive changes: If changes may affect the rights, safety and well-being of
human subjects, or are related to the clinical investigation objectives or endpoints,
the proposed amendment will be submitted to the EC. Changes may not be
implemented until approval is obtained.

Administrative changes: If changes are non-substantive, a simple notification of
amendment will be submitted to the EC.

13.3 Monitoring Plan

A.

Gynesonics employees or representatives will monitor the study to ensure
adherence to ISO 14155, good clinical practices and other applicable regional laws
and regulations.

Study-related data will be reviewed with the sponsor’s clinical research personnel
or designated representatives to ensure compliance with the clinical protocol, ISO
14155, international regulations, and specific EC requirements. Data will be
reviewed remotely and during on-site visits. Monitoring objectives include, but are
not limited to:

(a) Verification that informed consent has been obtained for all subjects prior
to initiation of study-specific screening assessments

Date: 01 May 2017 Page 26 of 40
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(b) Assessment of compliance to the protocol, any amendment(s), applicable
regulations, and EC requirements

(c) Review of completed case report forms in comparison to source
documentation to ensure:

« that case report forms are accurate, complete, and up to date,

« thatall source documentation is attributable, legible, contemporaneous,
original, and accurate, and

* that clinical investigations records are stored and maintained
appropriately

(d) Verification that open action items from a previous visit are closed

(e) Verification that any subject non-compliance with the requirements stated
in the informed consent have been documented and discussed with the
Principal Investigator or his/her authorized designee.

(f) Verification that only authorized individuals are participating in the
clinical investigation

(g) Ensuring that adverse events and device deficiencies are reported to the
sponsor, and all serious adverse events and device deficiencies that could
have led to a serious adverse device effect are reported to the sponsor
without unjustified delay,

C. Monitoring results will be reviewed with the principal investigator(s) or authorized
designee. Any deviations identified will be discussed, documented, and reported to
the sponsor.

D. Monitoring visits will occur at the frequency specified in the monitoring plan.
13.4 Data Management Plan

A. Date Entry
Data collected for the study will be entered into a web-based system through
electronic Case Report Forms (eCRFs) by each study site. The Electronic Data
Capture (EDC) system maintains a complete electronic audit trail. The design and
specification of eCRFs as well as edit checks will be in accordance with the study
requirements.

B. Database Lock

Prior to database lock, the following steps must be completed: data entry or
transferring as required per protocol, source verification, query resolution, data
review by clinical data managers and final sign-off by site principal investigators.
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13.5 Study Discontinuation

A. The Sponsor reserves the right to stop the study at any stage, with appropriate
written notice to the investigator. Premature termination is possible for reasons
including but not limited to:

1)

2)
3)
4)
5)

6)

If no positive decision is obtained with regard to the research or if the judgment
of the competent medical research ethics committee that has assessed the
research is irrevocably revoked;

If a reasonable case can be made for terminating the research in the interest of
the subjects’ health;

Ifit transpires that continuation of research cannot serve any scientific purpose,
and this is confirmed by the medical research ethics committee that has issued a
positive decision on the research;

If the Competent Authority (CA) has made an irrevocable objection;

If one of the two parties (sponsor or institution) has been declared insolvent, or
if a petition has been filed for liquidation of one of the two parties;

If one of the two parties fails to comply with the obligations arising from the
agreement and, provided compliance is not permanently impossible, this
compliance has not taken place within thirty days after the defaulting party has
received written request to comply, unless failure to comply is out of reasonable
proportion to the premature termination of the research.

B. When terminating the study, the sponsor and Investigator will assure that adequate
consideration is given to the protection of the subjects’ interests.

13.6 Study Audits
The sponsor and representatives of regulatory health authorities are permitted to
inspect the study documents (protocol, case report forms, study-related medical
records, study correspondence with EC and sponsor, etc.). In addition to ongoing
monitoring of the study, GCP audits by the sponsor or its representatives are also
permitted. All attempts will be made to preserve subject confidentiality.

STATISTICAL CONSIDERATIONS

The objective of the study is to characterize intrauterine adhesiogenesis after treatment with
the Sonata System. As such, the study is not statistically powered and the sample size of up to
60 subjects is adequate to meet the study objective.
Subjects who were treated with the Sonata System but meet the following criteria will be
excluded from the analysis:

¢ Become pregnant during the post-procedure study follow up period

* Undergo additional intrauterine procedures or any surgical procedure to treat their
heavy menstrual bleeding during the post-procedure study follow up period
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For statistical analysis, data stored in the central database will be exported to SAS files (SAS
Institute Inc, Cary, NC, USA). The data extract from the final locked database will be used to
generate the final clinical study report.

Subject demographics and clinically relevant baseline variables will be tabulated. The number
of adhesions and ESH scores will be tabulated. A summary of adverse events, and study
deviations will be provided.

15 ADMINISTRATIVE REQUIREMENTS

15.1 Ethics Committee Approval

Before commencement of the study, each investigator must provide Gynesonics Inc.
with written documentation of EC approval of both the protocol and the informed
consent form, which must comply with all requirements outlined by Gynesonics. The
approval letter must specify the documents and document revision and/or date being
approved. If an Investigator is also a member of the review committee, the Investigator
must not participate in the committee decision; non-participation must be noted in the
approval letter.

15.2 Competent Authority

Regulatory approval from the Competent Authority is not generally required for post-
market studies of CE-marked devices used within their intended use. Gynesonics Inc. is
responsible for obtaining regulatory approval for the study from the relevant
Competent Authority for countries in which Competent Authority is required.
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16 PERSONNEL RESPONSIBILITIES

16.1 Site Principal Investigators

1
2)
3)
4)
5)
6)
7)

8)
9)

10)
11)

12)
13)
14)

15)

Ensure that the rights, safety, and welfare of subjects are protected
Implement study in accordance with protocol

Possess thorough knowledge of the appropriate use of the study device as
described in the protocol, instructions for use, and other information sources
provided by the sponsor

Ensure sufficient study resources and staffing to enable proper conduct of study
and timely completion of case report forms

Delegate significant study-related duties only to appropriately qualified and
trained staff

Permit inspection of facilities and records by the study monitor and any governing
regulatory agencies

Submit protocol and informed consent and other subject materials, and substantive
amendments, to the EC and await approval.

Obtain informed consent of subjects

Complete case report forms; ensure the accuracy, completeness, legibility, logic,
contemporaneousness, and attribution of data reported to the sponsor

Record and explain deviations from protocol and report to monitor

Submit annual progress reports, final reports, and adverse effect reports to the EC
and sponsor

Record the receipt, disposition, and return of study devices
Maintain medical histories of subjects

Retain records for the longer of 1) three years following study completion, or 2)
local regulations concerning required study document retention

Notify the sponsor prior to disposal of any records and to allow the sponsor to
make other arrangements for on-going storage of study records

16.2 Sponsor
Prior to the commencement and for the duration of the clinical study, the sponsor shall

1)  Select appropriately qualified Principal Investigators.

2)  Ensure EC approval of protocol and informed consent, and that any future
modification(s) required by the EC or regulatory authority are made and
documented appropriately.

3)  Obtain Investigator Agreement and curriculum vitae of all participating
Investigators.

4)  Confirm that a supply of devices is available in a timely manner for the clinical
investigation; n
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5)

6)

Ensure the members of the investigation site team and their designated
authorizations(s) are identified in an log with details of responsibilities

Ensure documentation of training, for all the relevant parties involved in order to
adequately conduct the study, the Protocol and Investigators Brochure, CRFs and
instructions for completion, the informed consent form and the consent process
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7)  Designate or appoint one or more monitors, or otherwise assume the
responsibilities of the monitors

8) Investigate unanticipated, device related adverse effects

9)  Document protocol deviations and violations

10) Maintain accurate and complete records relating to the investigation. These
records include all correspondence including required reports, device
accountability, monitoring reports and open action follow up, signed Investigator
agreements including financial disclosure information, and records concerning
complaints and adverse device effects whether anticipated or not

11) Provide the following reports in a timely manner to the EC, and/or the
investigators.

16.3 Monitor

(a) Unanticipated Adverse Device Effects
(b) Withdrawal of EC approval

(c) Current List of Investigators

(d) Recalls and Device Disposition

(e) Progress and Final Reports

A. Conduct the study initiation visit or meeting
B. Conduct routine on-site monitoring visits to verify:

1
2)
3)
4)

5)
6)

7)

8)

9)

Compliance to the protocol, any amendment(s), applicable regulations, and EC
requirements

Only authorized individuals are participating in the clinical study
Investigational site resources remain adequate

Signed and dated informed consent has been obtained for all subjects prior to
initiation of study-specific screening assessments

Source documents and other clinical study records are accurate and complete.
CRFs and queries are complete, recorded in a timely manner, and consistent
with source documents

Appropriate corrections, additions or deletions are made to the CRFs if data
was entered in error or prompted by a query.

All adverse events and device deficiencies are reported to the sponsor, and all
serious adverse events and device deficiencies that could have led to a serious
adverse device effect are reported to the sponsor without unjustified delay,

All SAEs and deviations are reported to the EC, if required
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10) Required reports, notifications, submissions and correspondernce are
maintained in the investigator’s files and are accurate and complete.

11) Subject withdrawal has been documented

C. Prepare monitoring reports for submission to the sponsor. Provide a copy of the
monitoring report or a summary of key findings to the principal investigator in
writing. The report will include the date, study site information, name of the
monitor and principal investigator, any other individuals contacted, a summary of
what the monitor reviewed, observation(s) with regard to completion of previous
action items, significant findings, facts, deviations, conclusions, and recommended
actions to be taken to secure compliance.
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